TRABLE 18

o~

PN 200-110 STUOY NO. 303

SUMMARY OF COMPARATIVE RESULTS FOR 81.OCD PRESSURE AND HALSE

ALL PATIENTS

EWDPOINT OF ENTIRE STUDY PERCOD (WEEXS 1-10) VS. BASELINE

Treatment
Period
Baseline Adjostet [
Treateent Mean - Mean
variable Group N Mean 5.0, Charge s.D. Charget Mesn :5.0.

Sitting PN 200-110{48 148.2 15.87 ~16,.6%%0 18. 11 -1§.6 131.6 18.04

Systolic BP

(mm Hg) HCYZ 50 148.3 13.42 «18,.6%% 12.70 «18.5 129.7 13.87

Sitting PN 200-110}48 100.2 4,24 16, 7000, 10.%a 63.5 10.33

Diastolic 8P {

‘am Hg) HCTS 50 | 100.2 8,67 | <12.6need 6.68 87.6 | 8.06
tting PN 200-110{48 75.5 10,28 4.5"—1 10. 17 0.9--‘ 80.0 12.52
.1se ¢

[ (per ain) HCT2 0| 72.7 8.63| -0.3 J 8.11 | -0.86—l | 72.4 | 9.08
(®*)p<.10, *p<.05, ®**p<.0t, **op(, 001
tResults presented only when analysis of covarfiance assumptions were met.
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TABLE 20

P 200-110 STUOY 0. 303

O e SR O RUP Sy Y

ca30is

"4 LISTING OF MIOLV-OCC.ARING PHYSICAL ALRINATION
* ABNORRALIYIES BY PATIENY AnD TREATMINT GAOUS :
(me0) '
Yesataent Specitic
Patient TCioup Bagy Syites Snorsalily
"2 PN 200-110 tars, wose, InTection In 1iGNt ear Canel - ’
™roet tesolving
112 Pn 200~ V10 wesrt AT LiC systolilc murenr - Grefe li/svi
1492 " 00-3¥10 Lysnh Noles REQLONAL NLBPL BNINTORA SIOWAE TlaNt
(71
%13 PN 200-1V0 Esirsmitlies Discom'ory in z:ght snulieg; no physical N
tinclir gy
116 o 200-110 tars, Nose, Coryxs - ) oe8ys
TR DML
16 v 250-110 Lungs wheeze
07 re 2Q00-110 tatzealties knklez edems - staried after 12 Oays of
PN 200-11D trestaent
258 P 200-'10 Lungs Cecress®n LIrsln sOunas Tight lower
a0be; mistozy of LUPO anc saphysaas
23 PN 200110 twin subcutaneous noGules le Pt up PRl
extresmities; Neutofidioas
k3 232 #N 200-110 PRYE Systolic ejection susayt - Clade 11/V1
3% M 200-1Y0 Wt Systolil ejertion wurayt - Trade 17v];
left sterna: dolbes
38 M 200110 Lungs Scattered rmanchi
D3 7 & 4 Ain "gnlle wr (1Y
103 I Absonen Yende ' vsan OvVEZ AOTLA AND TIGML upDel
[Y" 112 1,14
108 L% $4 Eatzeaitices Mt kel swel.ing OF £ignt icg/thigh;
scee swelling Of left lep; throedo-
phlditty
108 ' $ Meuz2logical TeaknL a8 19 Righ: Badinsul (Badintki‘s
Synorons)
1 wiil Cors,. Rose, RAINILIS (Lole for D Oays)
mreat
184 Y2 weart Systolic sutsut
203 net2 Lungs $ibasiler end {nspirstory teles
Initially dtasrved at Passiine visit
Tvesk V)
208 w1 Heart roaitive 5, Callcp
i an 73 H mact Syastolle ejaciich muidut - Ciade 1/V1
“‘ 3% [ 454 Skin LTl 3upranTdital tystic soze
330 w1 neest Do imentey syupraventriculazr tachye




TABLE 21

PN 200-110 STUDY NOD. 303
CARDIOCVASCULAR EXAMINATION

NEULY OCCURRING ABNCRMALIVIESTt 8Y BNOY SYSTEM

¢ of F.lients (%) with Nesly

gody Systea Patient Nusber Occurring Abnoraaslities
PN 200-110 HCTYZ Px 200-110 HCY2
(n=ag) (nes0)
Chest Paln 27aty 0 (0) 2 (&)
on Exertion 3
Chest Paln 38 3 1 () v (2)
at Rest
Dyspnea on 330 0 () v ()
Exertion
Oyspnea 239 2 (a) o (o)
sitting 320
Oyspnes 235 v () 0 (0)
Supine
Dyspnes 238 v (2) 0 (o)
Pagox. Noct.,
Cough 204 203 4 (8) 4 (8)
203 206 Nasal congestion
230 214
238 s
Pelpitations 109 201 6 (12) 3(6)
204 302
213 330
3ce
312
338
Neck Exam 112 Lymph 21 Lymph t (2) 1 (2)
noge “oge
Pulmonary 238 Decreased 2 (&) ¢ (o)
Finoings breath
soungs
{See PE)
3’5 Scattered
thonchi

tDefined as an abnotmality reported duraing double-bling treatment that sas not present
at any of the pre double-dling visits or an adnotwmality that was deteciotating.
ttAbnorsal at daseline and detascticsating.
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TA8LL 1 (Continued)

N 200 110 STUDY NO. 303

v mesmidied sl

\
CARDIC-ASCULAR EXAMINA!IION .
MEWLY OCCURRING ABNORMALITIESt iy BODY S TENM
¢ of Patients (%) with Newly
Body Systes Patient Nuabder Occurring Abnorsaltities
N 00-1Y0 Wiz N 200-~-%10 W12
{n=48) (ne$0)
Heart Eaxam 112 AsM 28 208§, 8 (16) B (16 -
7078, Y Stw27% -
308 SEm ° § 279 lrreQ. Sy 52
310 Sy 233 S,
312 2t reg. hytha {251 Irreg. rate
318 S84 V6 S8 311 O0r-as8. ectople )
322 SEmM /e veal
332 SE% V/§ 328 SEx 2°6
330 Ectopic beat
Apgominal 0 (0) v 12)
Exam 103 Tenderness over
acTta; and right
lower quadrant
(wk. 10)
Extremities 207 Edena 8 (1¢) 2 (s}
308 Evcema 108 Lwg/thigh
313 Swollen toe swelling-
(broken frOt) thrombophlebitis
318 E€dena 114 Ostsoarthritis
322 Edema le’t knee | |
332 Leg edema ! '
334 Edenms
335 Pedal ecema
. - —— - et - a—— - 7:.——‘7 7
Any BoOy Svstem 22/48 (a9%) 19/%0 (38)
tDefined as an sbnormality reported during double-dling trestaent that was not present
at any of the p-e double-dbling visits or an abnorma‘lty that wis deteriorsting.
ttAbnorsal at baseline and deteriorating,
p
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TABLE 23

PN 200-110 STUDY NO. 303

BCG EXAMINATION
NEWLY—~OCCURRING ABNORMALITIES

§ of Patients with Newly
Occurring Abnormralities/

Abnormalityt Patient Number $# of Patients Normal at
Initial Visit
PN 200~110 | BCTZ | PN 200-110 (%) HCTZ (%)
Rhythnr 104 237 11/45 (24.4%) 4/43 (9.3%)
119 274
203 333
230 342
238
239
301
312
319
335
338
Interpretation 106 13/28 (46.4%) 6/29 (20.7%)
of ECG 119 228
202 307
213 309
238 3N
273 325
312 333
316
329
334
338
33¢
339
New Code 104 122 12748 (25.0%) {12.'S0 (24.0%)
204 157
205 203
213 209 ~
230 21
232 229
234 236
235 237
239 240
252 274
301 324
319 337
Any New 24/48 (50.0%) }19/50 (38.0%)
Abnormality

tDefined as in Table 24,
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TABLE 24

P4 200-110 STUDY WO. 30)

LISTING OF MEWLY-OCCURRING BCG ABNORMALITIES BY PATIENT AND TREATHRNT GROUP

. (E=98)
Beart Rate
at YWeek -4/ Sprcific
Treatsent Week(s) Week =1 TYP® 0of Abnormasity
Patient ¢ Group Observed | (Beats/win) | Aboorwslity* (Waeks - All If Blank)
104 PN &C0D-110 | 1 90,94 New Code (2)] Sinus tachycar3dia (HRe10#8)
104 FN 200-110 | 4, S, 7, 90,94 Rhyctha Sinus tachycardia (HRe104, 108, 108
s, 1t 110, 104) .

106 PN 200-110 4 Overall ST segoent changes; Y-wave
inversion

119 PN 200~110 4 77/688 Rhythn Sinus tachycardia (AR=110)

[ Overall Minor ST segmer  changes: sinus
tachycardia (H#Rs100)

702 1T PR 200=710 | 90, Y0 OVETSIL | NOA=SPECITICT T-wavd Changes; Jow
or {socelectric T (8)

204 PN 200-110 5 New Code (46)] Abnormal non-specific ST-T chazges

204 PN 200-110 1, 4, S Rhytha Oncirvc(;|. 4); atrial fibrille-~
tion )

205 PN 200-110 S, & New Code (46)| Non-specific ST-T wave changes

213 PN 200-11C 8, 10 New Code (46,| Elevated Vy~Vg, early regploriza~

47) tion (8): non-specific T-wave -
changes (130)
230 PN 200-110 | 4. 5, 9, 91/67 Rhythm Sinus brady~ardia [HR=5% (Wk. 4) and
10 4% (wk. 10)]);: normal sinus archyth-
mia (3); sinus tachycardia [5Re10?
(Wk. 9]

230 PN 200-110 1 New Code (¢7)] Prolonged qt or tu fusion: consider
myocardial disease, electrolv:te
imbalance or drug effec:

232 PN 200-110 2, 8, 1C New Code (35,]| Incomplete right bundle branch: block

43,45) {2); septal myocardial infarction,
age indeterminate (2, 8): non~
:gecl!ic §T segrent abnormal:ty
0)

234 PN 200-100 4,8,10 New Code (47:]| T~-wave abnormality, consider inferior
ischemia

258 PN 200~110 | S, 6, 9 New Code (47,] Non-specific intranvecus conduczion

4 delay (S, 6); occasional PAC (9)

228 PN 200-110 4, 10 61/66 Rhytha Sinus bradycardia {HRe=S6 (Wk. ¢)}:
marked sinus arrhythmia (10)

238 PN 200-110 8, 10 Overall Right acrial enlargement, righs-
wsard axis ST-wave elevazion (10);
non-specific T-wave abtnormality
(10)

239 PN 200-+1%0 1, 8 New Code (46, Occasional prevature supraventricular

) cosplezes (1), probable lefc
ventricular hypertrophy (81}
239 PN 200-110 L 73/70 Rhyths Sinus bradycardia (HRe«$7)
252 PN 200-110 | 5, 7 New Code (32.] Left ventricular hypertrophy (35),
b o)) left bundle braasch bleoexk (7),
left axis deviation (7)

21} PN 200~110 1, 4, 5 Overall Non-specific intcraventricular
conduction delay (1}, old
inferior infarcrion (4, 5),
occagsional prematyre eciopac
complexes (5)

301 PN 20C-110 ] New Code (47)

Jor Pa 200-130 | 4 64/64 Rhythm Sinus bradycardiu (AR=56)

312 PN 200-110 1 Rhyths Bigeminal rhythm

312 PN 200-110 1 Overall Bigeminal thythm

318 PN 200-110 | 4 Overall Non-specific ST~ and T-wave c™anges

*ahycthm = Rhytha coded as normal at baseline, aoncrial during the double-blind period.
Overall = Qverall interpretation coded as normal at baseline, abnormal during the doubdble-dlin period.
New Code = Code which does not occur 3uring baseline and 3oes occur during the double=-blind pertod

at an evaluation with at least one of :he followin::

1) abnormal rhythm, 1) abnoraal

overall interpretation, or 3) significant differenc, trom previcus ECG.

033%
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TABLR 24 (Cootinued)

P8 200--110 STUDY WD. 30)

LISTING OF ASWLI-OCCORRING BCG nu::m’u YTIRS BY PATIENT AND TREATMENT GROOP
{1 bl
[ | Syart Rate
at Week -4/ Specific
reatmer L wrekin) Week -1 pe of Abnormsality
Patient # Group Obssrved ; {Beats/win) | Abuormality* {Neeks - ALl §f Alank)

31 PN :00-110] @ 60/60 New Code (1) | Sinus bradycardia (BReS7)

s PR 20C-110] 9 60/60 Rhytha Sinus bradycardia (BReS6)

329 FN 200-11C) 1, & Overall Poor R-wave V1-3 (1); non-specific
ST and T-wave changes (1); non-

H specific T-wave flattening
ditfuse (4)

33¢ PN 230-110! § oversl} Left anterior hemiblock

338 PN 200-'10} 10 88/100 H Rhytha Sinus tachycardia (BKk=100), one PVC

3% PN OU-"107 1O M Dversll Sinus tachycardia, one PVC

338 PN 200- 0} 1 90 ‘88 Riythm Sinues tachyzardia (BR=106)

338 PR 200-110| 0 Overall Poor R-vave progressio~ V)-Vy, non-
specitic ST-T changes

339 PN 200-110{ 8 Cverall Lett atrisl abnormality, poot
R-progression, non-specific
§T-T changes

122 BCTS 8 New Cude 4, Premature atrial contraction -

17 bigeminal

147 ETT2 9 New Code (45)] Mino, ST segment and T-wave cranges

203 BZT2 ] New Code (47){ Prominent U-waves, compatible with
hypokalenia

209 [ 1% 3 7 Kew Code (47)]| Early repolarization

211 BCTZ 4 8 New Code (3) | Sinus bradycardia (RR=S4, S9)

223 BCT2 ' Overall Inferior Mi-age indeterminate

229 RCT2 3, s New Code (43)} Septal® myocardial infarction, age
incuterminate

236 BCTZ 1, 5, 8 New Code )Y, Sinus srrhythmia {1); left anter.or

14, 27) fascicular block; frequenz PVC's
(8)

rk 3] BCTZ 1, 4 70/62 Rhycta Sinus bradycardia (BR=54, SS)

237 BCY2 10 New Code (47)| Non-specific intraventricular con-
duction delay

240 BKTZ 4 New Code {47)| Non-specific ST and T~wave
abnormality

2N BCTZ ) 60/65 Rhytho Sinus bradycatrdia (HRe58)

274 BCTZ i,4 Ho;)tode (v, Arrhythaia (1)

4

307 BCT?Z 8 Overall Poor R-wave prog V-V,

309 8Cre 4 Oversll Isolated APC's; left vencracular
hypertrophy: non-spicific ST-7
vave changes

nt BCTZ 4, S, 8 65/172 Overall Right bundle branch block, left
anterior hemiblock, LVH (5, B);
APC's; sinus bradycardia
{BReS56 (Wk. 8)]

24 BCT2 1 New Code (47){ RSR

328 BCTZ 10 Overall Nicro Q-waves Va-Vy; suggests old

. septal multiple infarct

333 8CT2 ¢ Rhytha Pirst degree AV block

333 BCTZ [ Overall Q3R suggest inferior wall ayocardial
infarction; LVA voltage

337 8CTe s, 10 New Code (47)| Left atrial absormality

l 342 BCT [} 62/6% Rhyttn JﬁSXnul bradycardia THR=S58)

*Rnythm = Rhyths coded as

aL an e7aluatlon with at least one of the following:

n>rmal at baseline, abnormal during the doudSle-klind period.
Overall = (verall interpretation coded as noraal at bateiine, abnormal during the double-blind period.
Hew Code = Tode which does not occur during baseline and does occur durin, the double-blind peried

1) abnormal rhythm, 2) abnormal

overill interpretation, or 3) significant difference from previous BCG.

¢339
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5 Z0-10 SV M, 309

SMOARY F OMPWATIVE REQLTS
Ut ELC VARIANES

CLE TERS O8LY? AL PATINTR ¢
Yaridle Yreatmeng N, of Basaline Titratfon Perior) Plateas Perio’ Ne, of Basnline Endgolnt
Growp Pationts ~—— Patiots
Noan S.0. Mean Charge [ 5.0. Hsen Coarpe S0 Nean $.0. Wean Owge 5.0,
Atrial RAate ™ 200-110 » 7.7 11.6% 3.0 7.99 [ 2% 3 7.70 ) [} R LS ) 11,08 .02 .03
(per min,)
Wz » £9.6 1.8 3. 140 1.9¢ 1.68 | ¢ a? 70.3 2.5 -1.00 10.00
ventricular Rate N 200-10 » TA,7 1.6 b % 4 L) 7.9 [ 1% 2 ) 7.7%0 47 74.3 14.04 3.0a(0) 1.8
{per aln,) (‘)
Hrz » 9.6 7.0 3. 140 7.9§ 1.68 .7 'Y 70.3 .53 -1.00—J 10.00
PR Intetval PN 206-10 0. 159 0.0% 0.00% 0.0¥ 0.000 0.0 [} 0.19?] 0.02 0,000 0.02Y
(sac,)
Kn n 0.6} 0.0 0.004 0.01% 0.000 0.0% & 0.%a] o024 0.003 0.023
QR wTe’ On PN 200-10 20 0.081 0.0% 0.001 0.0 0.001 0.011 4 0.07% 0.0 =0.0u1 Q.01
(m',
[ 124 ’ b /4 0.0797 o.un 0.004° 0.0 0.00) 0.0 o 0.07%| 0.0% 0.000 a.01¢
Q-7 Intersal PN 200-1%0 » 0.3? 0.035 ©0.000 0.0 -O.W-‘ 0.024 a7 0.3%8] 0.0 «0.00% 0.0%
(vec.) (80
[ 4} n 0.778 0.031 0.007 0.0 (1% 0.05 (1) 0.376} 0.0% «0.001 0.0

(®)p<. 10, *p£.03, *opC.01, s*p<. 004

tPatiers Mos. 302 (HCTZ grop; nn beseline evalustion) and 342 (MCTZ group; no titrel jon periad evaluation) sre omitted.
ttPatient Mos. 323 (A 200-110 tresteert graup; M post-baseline evalustions) end 208, 251 end 302 (all in the HCIZ graup; no baseline gvalustions) sre omitied.
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1o ' I : ; 8y I SN CBNIN & - NIDE MO DA , BN, 989 o
c ! . H deer
i ' Kl IEneyt
wiisle Srestamt . of Platens Muried .o Semiine tnapdre
oy
(‘wonnl Renge) -2 "] utiots Putiots
. een Carnge .0 oo $.0. Mean Choge L.
Housglemin gwul ~ 200-10 0 [} %Y (K3 0.0 0.97 0.08 [ X 1] 1] 12.4 (8} 4.0 .93
| (ve-t0)
won 2 13.0 t.78 o.99(") 0.6 0.99 0.34 1 1) 137 ] V.46 £.06 0.%4
Hemstocrit § ~N 2010 0 [ 1% ] % 9.3 2.0 0.2 287 [} ] 40.9 3.88 a.08 ).-.
(62-32)
[ 4} ” [ X} 3.2 1.90° .20 ©.508 .3 " [N} LR ] 0.2 4.73
e s 19} cum M 300- 390 0 6.3 2.0 K u--‘ 7.0 1.08(%) »n [} 6.2 1.97 0.95(¢) 1.63
J8=11) (14)
wn ” S.7 (A 0.% — o.n 0.3 0.9? " 3.7 (A1 .73 1.0%
Sonds & ™ 200- 15 ? 0.0 0.00 0.00 0.00 0.00 0.00 0 0.9 0.00 0.00 0.00
-n -
[t f 44444 ? 0.0 0.00 0.00 0.00 0.06 o.n n 8.0 0.00 0.00 0.00
Mok raphils ¥ ™~ 200-t%0 0 942 8.08 1.%0 e 1.0 12.4¢ 1) ] 333 1.92 0.%3 11.20
(40-713)
wiee 1”2 9.6 8.7y 0.50 4.3 L7 3.2 " 7.4 .54 2.9 7.0
LymgPocptes ¥ M 200-10 0 34.2 1.0 -1.00 11,40 £3.40 e 1 ¥ 3.8 1.2s £.48 0.22
(15-07)
(141 (] ng 1.0 0.0 3.91 -1.67 [N ] " 323 1.8 -1, 18 .90
onotpRe L Py 200-10 w 3.7 2.00 0.20 (X1} 0.00 ‘> 3] 3.9 18 o.,m 1.04
(0-8) :
Wi "7 S.4 e 0.2% .14 [V} ] " " 3.3 .59 £.21 a.m
Eosinaphlls P X110 ] .0 (W) -0.%0 2.00 0.63 i.30 1} 3.4 3.9 0.23 2.0t
(0-8)
i Heo 12 2.4 1.9 0.3 0.78 0.13 (¥ 7] " 2.4 "e 0.4 1.4
o swophils ¥ M~ 200-10 0 0.7 own -0, 10 0.%7 0.0% 0.%0 1)) 0.7 0.4 0.0 o.®
- [{ A })
" ] w1 2 07 | 0o -0.00 0.6? 0.08 0.66 " 0.6 | 030 2.0 o.n
(o] — e
4 10392, 10, 93¢.0%, *°m AL, *eex AN
" w *Patient 3. 1% (M 200-8 10 Lranter o graupl Is nat Inclhuded due to res evaluet lon during tne titretion peclod,
wr w Patiet Mo, ¥ (PN 200-'10 Lrnatment group) §3 nat Inc ket dir Lo v0 past-Byseline jeb evelust lors.
m o gient Nos, 107, 109 anad 1t (IW F0. 11D Lrestment Qravp) or¢ et [rciudad g 10 nn Deseline Mate.
o o o0 pgtiar M. 109, 113 end 117 (HCIZ irestent oup) sre aol Icludd dar Lo 7o Leseling mts.
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1AL 27 (Cord dnum')

"t W10 SWIV 10, 303
KBGARY T CREWAT IVE ALSR.IS TOR IMRTAR LY LA ORTA
CINIER @ (VA) . IC QURE W MDICAL GNTER, MONDD, YA

CARE 1ORS oY AL PATRDITS
Varidle Trestanrt . of Semitre Titsetion Period Pletens Pering ", ot Sassling Erigoire
{‘omal Aege) CGrap Potiots Patists
Hean 3.0, Mgan Ohwrge 3.0, tgon Cwrge 3.8, Magn 3.8, Mean Owrge .9,

venoglenin ¢. ‘it ™ 00-410 ' (T | 0.9 -0.27 n.8 0.0 0.3 ? .y | 0.0 0,540 0.3
(12-w)

e ] 13.0 v 0.0% 0.1y 0. 0.9 [ 15,0 e 0.0} Y
Hewatoerit X ™ 700- 110 ] o) 2.67 -2 2.6 -5 930, o 7 3.0 | 2.8 2. Bee ".n
37-32)

i . a5.0 s o .8 1.00— R ) . s f o 0.1 .60
wCa B cum ~ 20010 ’ 1) » 0.0 107 0,30(*) V.66 ] 3 ) wm 0.6¢ 101
(-1

wn [ s.? 1.% 0.2? 0.7¢ 0.80° 0.48 [} 3.8 1.9 0.74(*) [ B}
Sendds § 20010 7 [N % { -1 6.3 -1,37 a.07 ? 3.t | e -1.06 3.67
(¢ 21}

[ 414 [ 2.0 .2 0. 1.60 4,58 2.08 [ 1.6 1.% 0.%0 2.7
»Ateshils X "™ 200-190 ) 34,7 10.%¢ 0.86¢ 15.63 .30 942 ? sa.7 | w.3¢ 0.66 no
(38-1)

w2 6 9.0 .83 2.8 9.70 0.3% (%] e .8 | 3.6 8.7% s.87
Lynghacytes % ™ 200-110 7 IR TRY) 0.37 0.7 -\ .7 ? Ny s 3.0 13.41
(25-30)

w2 ¢ 3.3 3.y -, 17 2.1 ey ERTY ] N | 1.00 TR
sonoetes ¥ M 200- 110 ? ) 2.9 0.1 s.a 160 'R ’ 61 } 2.9 0.8 (¥ 1)
13-7) '

wn . 5.0 %) «2.3) 3.54 -1, 3.06 ] 729 | s.60 -1.00 3.9
Cosiraphils ¥ N 200-110¢ 6 2.) (K] 1.3 3.5 0.33 147 ¢ 2. .91 Q.7 (K]
(-7

wn 6 2.3 2.07 -1.00 2.9 0.7 0.72 . 2.3 .0 0.8 143
Sasophils % M 200-10¢ € 1.2 .33 0.0 .52 0.0 (R1 3 R ] "5 0.0 .
({2} .

wn ¢ 0.5 0.04 0.1 .73 0. XY » as | 0.7 0.4 (N}

(*)p€. 10, *pC.0%, *%pc.0Y, ssep( 00V

tVeterars Adnintstrst fon losplial

Patlors Wy, 2% s nl Inclusied B8 12 no Laseline gete
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TARE 37 (Cort bnumd}

P 200-1 10 SRV MO, 3
ABVARY F CREMITIVE AESATS FOR WONITLACY LAD CATA
COHER 0 (CY) - DK SICENKA , RIOHDD, YRt

VAL TERS oY AL PATIDNSY ¢
vYaridle Teeckoard . of Basslirm sitrat fon Peciont Fleten Feried -, of [ 1 Cripnind
(Moreal Roge) Grap Potlists ~tlets
eon 5.0. Maan Owrye S$.D. e’ Owyge $.0. Mean S.0. e Owpe $.0
+Hemoglobln gu/o) ™ 200-190 qQ w.1 0.717 < .00 L 0,53 I.le 7 3.4 1.0% 0.9 0.94
(1).9-4)

«n ] 14.6 .05 0.68(°) 0.9 «£0.85 0.86 ? .0 1.67 <. % Ly
sematocril 8 N 200-V%0 4 1.8 2.3 4.7 .2 «1,9%0 .78 ) 3.6 2.9 0.8¢ 2.4¢
(99-93)

(34 } 4 “.6 6.03 -2.25(*}) n -3.00(*) 2.% ? 5.4 .9 -t.n “»
we x 107 cv o A 200-100 . 6.\ 0.10 0.w [} 0.3 (K1 ? 66 | 0.9¢ £.01 1.0
(8-40.9)

K12 [ 69 0.73 0.3 e.n 4.8 0.3 ? 6.5 0.8 Q.1 0.88
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Title

Toe Maltsranter Cvaluanion of the Satety and Effscacy of FN

=116 an tne Treatmenr of Hyperten=i-n Compared to Fropranniad
Investigators

Karl Engelman, M.D. F. Gilbert McMahon, M.D.

Hospital of the University Hypertension Division

of Pennsylvania Tulane University
Philadelphia, PA 19104 New Orleans, LA 70112

Jerry R. Mitchell, M.D., Ph. D.
and

Edward B. Nelson M.D.,Ph. D.

Department of Cardiology

The Methodist Hospital

Houston, TX 770390

Dates of Study: June 1, 1984 to June 14, 1986.

Ob jective

To evaluate the efficacy and safety of PN 200-110 (PN), 2. 5
10.0 mg bid, in the treatment of hypertens1on compared to ﬁg
propranolol 60 - 240 mg bid.

Design ) ’

This:wisia7multiéé%i2$,~r;ﬁégﬁ:ied doubTe b>1n
propranolo1 contro]]edwstudy.-

“Patient”

b
.

essent1a1 hypertens1on were selected for this study. Each —
patient entered a preliminary 3 week placebo washout period,
k dur1ng wh1ch aln prev1ous ant)hypertens1ves were wzthdrnw 800




medications, bradycardia, AV block > lst degree, alcohol or drug
abuse 1in previous 2 years, diabetes mellitus requiring insulin

therapy, bronchial asthma, COPD or respiratory allergy, pregnant
, or lactating females.

Medications

. Identically appearing capsules of either 2.5 mg PN or 60 mg
propranoiol were supplied. . Study design and dosing schedule is
shown in Table 1. For first three weeks, all patients received
placebo bid, Doses of all study drugs were administered bid and
at least 30 minutes prior to blood pressure being measured.
Patients who satisfied entry criteria were stratified as in

previous—studies—and Tanmdomized to6 PN or propranoliol.

Initial dose of drugs were 2.5 mg bid (PN) or propranolol 60 mg
bid. This was given during weeks 1 and 2. If SDBP > 90 mm Hg at
this time, dose was increased to 5 mg bid or 120 mg bid
respectively for weeks 3 and 4. Similarly, doses were increased
for weeks 5 and 6 to 7.5 mg bid or 180 mg bid and for weeks 7 and
8, dose was 10 mg bid or 240 mg bid respectively. If average

; SDBP was < 90 mm Hg at end of weeks 2, 4 or 6 dose remained
unchanged for next 2 weeks and, if then necessary was increased
as described. If at any time SDBP > 110 mm Hg, dose could be
increased after one week instead of two. From week 7, dose L]
remained constant un]ess reduction was required due to adverse

£ A s

reaction. At end of 10 week§f&he?%§at1on was tapered.
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The mean age of the patients was 50.7 years ( 19 - 76); 29 (33%)
were white, 58 (65%) wwre black, 1 oriental and 1 other. There
were 44 males and 45 females. Mean duration of hypertension was
11 years. With exception of body weight (higher in PN group),
there were no statistically significant differences between
groups.

Table 7 presents mean dose, by week for all valid patients and
Table 8 presents similar data for partially valid group. During
fixed dose period, mean dose was 12 mg PN and 332 mg
propranolol. Table 9 summarizes data from analysis of
interactions as ' well as efficacy results on investigator x
treatment basis for each efficacy variable for weeks 7 - 10.

There was a margi = i igator

interaction for sitting systolic blood pressure. Center B had
greater decrease in PN group and less increase in propranolol
group than other two centers.

Efficacy

Efficacy data were examined both between and within groups as
well as by categorizing as in previous studies.

Weeks 1 - 2.
Tables 10 and 11 summarize data for this period with patients on 'i
lowest dose medication. PN reduced SDBP -from-baseline by 8.8 mm e
Hg week 1 and by 8.9 mm Hg week -2; the.respective reductions for e

propranolol were 6.7 and 7.8 mm Hg. Reductions by both drugs
iwere’ stat1st1cally s1gn1f1cantufrom<base1ane»but not between

ipatients. The reductions for both groups-are statistically
significant from baseline for all variables as well as being

statlst1ca11y significant .between DS o2 Jhe«PN group reduced_
. %:;g,.;‘,,,,%r »4“ )4{ > o 57 el 16 o




Categorical Responses, as defined below, for valid patients at
week 10 were:

n_= 1 _2 -3 4
PN 37 16 (43%) 13 (35%) 6 (16%) 2 (5%)
Propr 31 6 (19%) 6 (19%) 10 (32%) 9 (29%)

Category 1: SDBP < 85 mm Hg; 2: > 10 mm Hg but still > 85 mm Hg; 3: > 6
but < 10 mm Hg; 4: < 5 mm Hg or increase.

Over 80% (31/37) PN group had at least 10 mm Hg reduction in SDBP
and 41% (15/37) had a decresae < 85 mm Hg over weeks 7 - 10. For
propranoclol, the figures were 19%and 26% respectively. PN was

significantly more effective than propranoclol
Number of valid patients titrated to each dose level at week 10
was.
Group n= 1 2 3 )
PN 37 8 22% 13 35% 10 27% 6 16%
Propr 31 7 23% 4 13% 8 26% 12 39%

Level 1; 5 mg PN or 120 mg propr; 2: 10 mg or 240 mg; 3: 15 mg or 360
mg; 4: 20 mg or 480 mg.

Only 16% PN received highest dose compared to 39% propranolol

- % -
conin TR

A1l Patients - Endpoint‘égalysis

"Table 15 summarizes results from analysis incliuding all patients
.regardless of .walidity. These results are similar.to those seen
in Tables 13 and 14. R ’ ’

[ SIS o
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Table 16 lists specific newly occurring abnormalities in physical
examination. There were 15 abnormalities for PN and 4 with

pranolol. Tables 17 and 18 1ist newly occurrin ;

Y7 ‘abnormalities. _These, occurradian




.

Clinical Laboratory Dats

Tables 25 - 30 present data for laboratory changes. (Tables 25
and 26 hematology; 27 and 28 urine, 29 and 30 chemistry). The
only statistically significant changes occurred in chemistries.
The main parameters affected were inorganic phosphorous, BUN,
uric acid, glucose, alkaline phosphatase, potassium and
creatinine., The difference between groups for alkaline
phosphatase was significant. The results were not clinically
significant. Alkaline phosphatase was the most frequently

f occurring change for PN.

Adverse Reactions

Table 4 listed patients who withdrew and their reasons. Tables
37 and 38 list ADRs by patient and body system. Overall from
weeks 1 - 10, 83% PN and 65% propranolol reported at least one
newly occcurring abnormality.. At week 2, the difference between
groups was statistically significant (PN 28% vs propranolol 9%).
The difference over the 10 weeks was marginally significant p <
.10. The most frequent reported PN ADRs were in the central
nervous and cardiovascular systems. In propranolol it was
central nervous and gastrointestinal systems. The most frequently
reported events are shown below:

ADR PN _n=46 _ Propranclol n = 43. !
Edema 8 17% 3 %
Palpitations 5 11% 0 .
Abdominal . .
Discomfort 7% 6 14%
Diarrhea —~ * 9% 4 9%
Dizziness © 9%
e o Fatiquey ; =

Headache ™~ %

S TR Yy sh T RG -

*+ Between qroup differences p < 0.10

P S e

Echocardiography




Discussion

Both drugs significantly reduced blood pressures from baseline
but the reductions with PN were significantly greater than with
propranolol. About 67% propranolol patients were black and this
group does not respond as well to beta blockers as do whites. it
is possible, therefore, that patient selection may have

. influenced results in propranol group. There were more ADRs with
PN but not serious events requiring withdrawal from study.

Reviewer’s Comments

1.

This study shows PN to be more effective than propranolol in treatment

of hypertensives, HOWEVET, as the majority of propranolol patients
were black, this could have influenced results

Similar comments as previous study with regard to timing of blood
pressure measurements

PN has a higher incidence of ADRs but more propranolol patients were
withdrawn due to ADRs.




TABLE 19
PN 200-110 STUDY NO. 304

NEWLY-OCCORRING CHBST X-RAY ABNORMALITIES

Treatment
Group

Patient
No.

Neek

Abnormality

PN 200-110

108
115

10
10

Mild cardiomegaly

Prominent ascending aortic
Ssegment unchanged since

Propranolol

322

117

251

10

10

10

Week—4

Slight left ventricular
configuration - Linear
atelectase or fibrosis,
left lung base

Beart is slightly enlarged
with a left ventricular
configuration - may have
increased since Week -4 -
lungs are negative

Borderline enlargement of
cardiac shadow
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TASLE 20
PN 200-310 STUDY NO. 304

LBTING F EWLYOCORUING £0G ABRMALITIES BY PATIENT AND TREADMENT GROP

{NaB9)
Heart Rute
Patia® | Trestment Week(s) | at Week -4/ Type of Speci fic Abnomality
No. Grap Mhserved Yeek -1 Abnopsality” (Weeks - All if Blank)
(BeatsMin)
109 PN 200-110 10 55/57 Rhythm Sirus bradycardia (MR=54)
4,8 New Code (36) | Lef* atrial hypertrophy
118 4 New Code (43) | Rule out old f{nferior myocardial
infarction
154 2 Qverall Borderline le”t ventricular hyper-
trophy, left atrial typertrophy
155 2,48,6, New Code (47) | Lateral ischemia
8, 10
202 2 New Code (47) | Left axls deviation
207 2,4,6, New Code (47) | Protable biventricular hypertrophy;
8, 10 possible hypertrophic cardiomy-
opatly (2, &, 6)
20 4,6,8, New Code (37) | Probable left ventricular hyper-
9 tropty with strain
213 10 N0/ Rhythm Sirus tachycardia (MR=120) . -
10 Overall Borterline lorg PR interval , border.
line prominent P waves persist
217 10 82/58 New Code (2) Sirus tachycardia (HRz102)
220 4,6,8, New Code (22, } Milg 1° AV block (6, 8, 10); left
10 27, 47) arterior hemiblock (6); P wa: s
conpathle with atrial overl .4
53 4,5,8, Overall Short PR interval (a); praminert
10 U waves , cors ider electrolyte
dnomality (6, 8); {ncrease of
1 non-specific ST-T anomalities(10)

Ihythm a Rhythm coded as nommal at baseline, abnommal during the dowle-blird period.

Jversall = Overall Interpretation coded as normal at baseline, abnommal juring the douwble-blind periad.

New Code = Code which does not occur during baseline snd does ocour during the dowble-bling ~eriod at
an evaluation with at least one of the following: 1) abnormal rhythm, 2) abnormal overall
irterpretation, or 3) significamt difference from previous ECG.
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TARLE 20 (CONTINJED)

PN 200-110 STUDY NO. 304

LSTING OF MEWY-UCORRIG ECC ABNDRMALITIES BY PATIENT AND TREATMENT GROUP

3

R N )

(Na89)
Heart Rate
Patiet | Treatsert Vedk(s) | at Week -4/ Type of Speci fic Abricumality
. oup MmaeIved Wedk -} Anomality* (Weeks - All if Blank)
(BeatsMin)
2551 PN-200-40— 6,10 New-Code—(A6) 1 SkightIncreme—inST=Fwaveabnor=
{cont'd) malities (6); slight lmprovement in
ST-T wave sbnommalities (10)
302 10 Rhythm Frequent premature beats
4,6, 10 New Code (27, | Left anterior hemidblock (6, 10); In-
47) crexsed P wvave V1, QTC upper limit
of nomal
304 2,4,6, New Code (46, | T waves more proninert (2); non-spe-
8, 10 a7) cific ST-T wave chamges (6, 8, 10);
. left atrial abnomality (&)
305 6,8, 10 New Coce (1, Sirus arthythmia (£); possible old
43, 47) arterior myocardial infarction (6);
QSV1-v2 (6, 8); V6-3 nodal beats
(8) baseline artifact (8); J point
elevation (8, 10); nodal beat with
pulse v5 (10)
1 8 4 Rhwyt hes Sirus arthythmia
8 New Code (47) | Poor R wave progression vs lewd
placemert
32 2,4 New Code (47) ]| Early repolarization
3 2,6,8 New Code (37, { Protable left ventricular hypertroply
47) (6); axis shift (2); conpared to
Week 6, loss of T waves in lateral
leads (8)
38 4 Rhythm Siruys arthythmia

~ *Rhythm = Rhythm coded as nommal at baseline, abnommal during the double-blind period.
Overall = Overall interpretstion coded as normal at baseline, abnommal during the douwle-blind perfod.
New Code = Code which cbes not occur during baseline and does ocor during the dowble-blind period at

n evaluation with at lesst ons of the following: 1)
irtempretation, or 3) significent difference from previous ECG.

sbrormsl rhythm, 2) abnormal overall

0345
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TABLE 20 (CONTINJED)

PN 200-110 STUOY NO. 304

LISTING OF MEWLY-OCORRING ECG ABNORMAL ITIES BY PATIENT AND TREATMENT GROP

. reben cabadlid iy

(N=89)
-
Heart Rate
Patiot { Trestmert Veek(s) | at Week -4/ Typs of Speci fic Abnomeality ;
NO. Gowp Ghsexved ook -1 Abnommal L ty* (Weeks - All 1f Blank) -
(Bests/Min) Z
3% PN 200-110 | 1,2,4 65, Overall Loss of T waves in lateral leass (1);
{cont*d) (cort'd) 8, W nwwspecific ST-T wave changes (2,
a4, 6, 8, 10)
318 4,8 75/95 New Code (1, | Sirus armhythmia (8); sirus artyth
3) mia with Dradycardla (&)
319 6, 10 New Code (46) | Non~specific ST-T wive charges
2 4 New Code (47) | Left axis deviation
323 4,8, 10 Riwtim Sirus arthythmia
6 New Code (47) | Slignt left axis shift
31 2,10 Rhythm Sirus arthythmia
354 é Rhythm Sinus arthythmia
2,4,6, 8/75 Overall Sirus tachycardia (HRs94,106) (2, 8);
8 non-specific ST-T wave abnomall-
ties
35 2,4,58, New Code (37, | Left ventricular hypertrophy; non- _
8, 10 a§) speclific ST-T wave charges (6, 8)
357 2,4,10 New Code (46) | Nonwspecific ST-T wave chages
19 Propramolol | 2, 4, 6, 7176 Overall Left vertricular hypertrophy (2, &,
8, 10 8, 10); left atrial hypertraphy (4,
6); left axis deviation (8, 10);
sirus bradycardis (HR=58) (10); V5,
V6 more abnopeal than Week § (10)
152 2,6,8, New Code (36, | Left atrial hypertrophy (9); greater
10 47) ischemia T wave charge than week-!
(2,6, 8, 10)
‘Rlwthm = Rnyttwm coded as normal at baseline, sbnopnal during the double-blind period. ¢

Jverall =« Overall interpretation coded as normal at baseline, abnormal during the double-blird period.
New Code « Code which does not ocour during baseline and does ocour during the double-blind period at

an evalustion with at least one of the following:

1) sbrormal thytim, 2} sbnoraal owerall

irterpretation, or 3) significant difference from previous ECG.
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TABLE 20 (LUNTIMED)

PN 200-110 STUOY NO. 304

LISTING OF MEWY-ICORRING €E0G ABNIRMALITIES 8Y PATIENT AND TREATMENT GROP

o1 et huiadad

(N=89)
Heart Rate
Patiert Trestmert Week(s) | st Week -4/ Type of Seecific Abnomality
. Group Mserved Veek -1 Anomality* (Veeks - All 1ir Blank) )
(BeatsMin)
—158—|Proprarelol+—2-6 Overasll—{ Premstureventricutar beats (277
(cort'd) atrial hypertrophy (6) =
59 2 Overall Inverted T waves .
01 10 New Code (4§) | Minor non-specific ST.T wave segmert
sagglrng
23 4 84768 Riwthwm Sirys bradycardia (HR=54)
206 2,3, 10 64/6S Rhythm Accelerated left atrial rhythm (2);
. sirus bradycardis (HR=48,54) (3,
10) sirys arthythmla (3, 10)
2 Overall Non-specific ST-T charges
10 New Code (37) | Mild left ventricular hypertrophy
possidble
208 2,4 60/60 Rhythm Sirus bradycardia (HR=50,55); sirus
arthythmia
x9 6, W0 75/78 Rhythm Sirus bredycardia (HR=56,54); sirus -
artythmia
21 4 Rhythm Sirus arthythmia
6,7 New Code (13, | Single, protebly sumaventricular,
14, A7) prenatute beat with aberration (7)
ocasional premature ventricular
beats (6); possible chronic coro-
nary disease , possible smsll infe-
rior myocardfial infazction scar (7)
25 6,8, 10 65/68 Rhythm Sirus bradycardia (HR=58,35,55)

*Rhythm = Rhythm coded as nomal at baseline, abnomal during the double-blind period.
Overall = Overall interpretation coded as notmal at baseline, abnomal during the double-blind perlod.
New Code = Code which does not ocout during baseline and does octwr during the doyble-blind period at

an evaluation with at least one of the following: 1) abnorral rhythm, 2) sbnormal overall
intempretation, or 3) significant difference from previous €CG.
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TABLE 20 (CONTINUED)

PN 200-11C SUOY ND. 304

LSTING OF NEWLY-JEQRRING ELG ABNOWMALITIES BY PATIENT AND TREATMENT GROP

10l .mL_-Ln-M

(NaB9)
Heaxt Rate
Patfert | Trestmert Woek(s) | st Week -4/ Type of Specti fic Mnomality
NO. Group Ghserved Yeel -1 Abnommal { ty* (Weeks - ALl 1f Slank)
(BeatsMin)
218 Propranolol | &4, 6, 10 2782 Rhytha Sinus bradycardla {HRs58,56,54);
{cont'd) sirus arthytieia
2,4, 6, New Code (22, | 1° AV heart block (4, 6, 8, 10);

8, 10 37, 47) proteble le”t ventricular hyperito-
pty with strain; frverted T wgves
cauld possibly represert ischemia
(6, 8)

2% 6,8,10 Overall Mildg 1° AV block (6); mild prelon.
gation of the PR interval , minor
St-T wave changes.
223 8, 10 New Code (46) | Minor ST-T wave charges (8); improved
at week 10
21 Y 74/70 New Code (3) | Sirus bradycardia (HR=56)
54 4, 6,8, New Code (47) | Borderline prasinert P waves,
10 probable mild atri{al overload
306 2,8, 10 65/75 New Code (2, | Sirus bradycardia (HR»55,56,55);
46, 47) non-specific T wave charges, leit
atrial abnomality (2); stort
PR (10)
07 2,4,6, 67/63 New Code (3, Sirus bradycardia (HRa«%6,57,55

8, 10 ag, A7) 6, 8); ST-T wave charges (4, 6, 8,

10); early repolarization (4)
30 8, 10 §9/64 Rhythn Sirus bradycardia (HR=59,54)
- 2 New Code (3) | Sirus_ bradycardia (HRs59)

*Rhythm = Rhythe coded as normal at baseline, sbnomal during the douwble-blind period.
Overall = Cversll interpretation coded as normal at baseline, abnormal during the double-dlind period.
Ne- Code = Code which does not ocour during baseline and does ocour durimg the double-blird period at

an evaluation with at lesst one of the following:

1) sbrormal rhythm, 2) sbnormal overall

interpretation, or 3) significant difference from previous ECG.
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TARLE 20 (CONTINJED)

PN 200-110 SROY NO. 304

LISTING OF NEWY-(ICORRING ECC ABNDRMALITIES BY PATIENT AND TREATMENT GROLP

(N=89)
Heart Rate
Patiot | Trestmert York(s) | st Weoh A/ Typs of Specific Abnomality
M. Group (bserved Veek -1 Nnomality* (Yeeks - All 1f Rlank)
(BeatsMin)
315 Propranclol | 4, 8, 9 84764 Riwthe 1 Sirus-arthytinta—{4}-stnis-bdradys
(cort*‘d) csrdie (HRs58,57) (8, 9)
3, 8,9 Overall Incanplete right bundle branch block
(A); sirus bradycardia (8, 9)
-] New Code (3) | Sirus bragycardis (HR=S1)
32 [ Rhytha Sirus arthythmia,
2,4,6, Overall Non-specific ST.T wave charges (2,
8,10 6, 10); early repolarization (4);
76/7G sirus bragycardia (HR=58) (10);
left vertricular hypertrepohly by
voltage {10)
324 2,4,6, New Code (1, | Sinus arthyttwia (4); borderline (°*
8, 10 22, 46, 47) AY block (8, 10); non-specific ST-T
wave charges (2, 4, 6, 8); early
repolarization (2, 8)
352, 2,4 71765 New Code (3, | Sinus bradycardia (HR=57) (4); old
43, 47) lateral myocardial infarction (2);
Qs complex {n Vi (4)
353 3 75/63 New Code (3) | Sinus bradvcardia (HR=58) -
356 2, 4 New Code (22) | Borderline 1° AV block

*Rhythm « Rhytnm crded as nomal at baseline, abnomal during the double-blind period.
Overall = Overall inierpretation coded ss normal at baselins, abnommal during the dowle-blind period.
New Code = Code which does not ocour during baseline and does ocowr durirg the dowle-blind period at

an evaluation with at least one of the following:

1) abnormal thythm, 2) abnormal overall

interpretstion, or 3) significant difference from previous €CG.
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TABLE 204

PN 200-110 STUDY NO. 304

ECC EXAMINATION
NEWLY-OCCUPRING ABNORMALI(IES*

No. of Patients with
Newly-Occurring FBN/#

Mnormality Patient Nusber Of Patients Norsal At P-vValue From
Baseline (%) Fishar's
€xact Test
PN—200-TT0 | Propranolol | PN 200-110 | Propranciol |
Rhythe 109 316 203 215 | a/37  (26)] /33 (30) 0.78
213 323 206 218
302 35 208 310
308 354 209 31e
214 32¢
Overall Interpretation 154 316 110 219 | 5714 (38){ 17217 (33) 1.00
of ECC 213 354 158 318
253 159 320
206
’ New Code 109 305 152 308 |21/7a86** (46)! 16/43** (37) 0.52
: 118 3038 201 307
155 312 206 310
202 314 214 1S
207 318 218 324
210 N9 223 352
217 322 251 3s3
220 323 254 356
255 359
302 357 .
304
Number of Patients with
at Least One Newlye 27786 (59) | 25743 (58) 1.00

Occurring Abnormaliry/
Number of Patients

+pefined as per Table 20

. **Total aumber of patients

0350
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TAME 2%
™ 200-110 STUOY W0, 306

SABRARY COMPARATIVE SLSULTS FOR ECC OATA

CONMLETED PATIENTS oMLY

v
N

(

i

Sasel lne Nigan Chomge Wean Ovar Weoks 2-10
. Treateemt Mo, of
: Uselable Crove Patiant s Wean
! Nean 5.0, Veeh 2 Veek & Veek ¢ ek aek 10 Chamge 5.0,
-
‘wgtewlac Rate’ P 200-119 ) n.r .o 2.2 - 2.3 - 070 — 3.58(%) —~ Tss ) .95
‘ ('“ ...‘, .‘. “. ate .‘I (2 X2 "l
\ ¥, speaselel 20 6. .40 SR CTTION i QR 36 PETTION Iy QR LI TS TY I iy T 5 w-T S TS TR T I Y SPPYTTION B S
PR Lotgovad --o. ) | PW 200 11D » 0.5 0.021 ©0.000 -0.002 0.000 0.003 -0.002 ©.00¢ 0.0
Prepransiol 29 0. 16t 0.018 0.004 0.001 0.¢02 0.006 0.00) 0.00) 0.0y
MS ODuratien isec.) | PN 200-110 » 0.080 0.0 | .o.0m 0.001 0.002 0.003 -0.001 0.60} 0.009
Propranslel 2 0.081 0.011 { -0.001 0. 001 -0.001 -0. 001 -0.002 0,001 0.0}
Q-7 Interval (sec.) | PN 200-119 » 0.8 0.0 | -0.009e0 «0.00%(*) — | -0.010* - -0.012¢] — -0.01200 <0.010% — | 0.020
o8w ‘ olle I‘. (X2 e8e
Proscanelol 20 0. 380 0.02) o.011» 0.009¢*) | o.02)e0ed v.01904s. ] 0.01)(*)d o.015 1 | o.62)

(*)pC, 30, *p<. 05, #°pC . 0) Soepc 00

'o‘oiu ventrianlas rola was snalyrad as tha

o
ot
(S

atrlal rate @ay nqgoal

ta tha valrluntar rata,

1T 31evl
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TABLE 22

PN 200-110 STUDY NO. 304

SUMMARY COMPARATIVR RESULTS FOR BCG DATA

ALL PATIENTS
Baseline Bndpoint
vVariable Treataent o, of
Group Patients Mean 3.0. Nean Change S.D.

Ventricular Rate' PN 200-110 46 21.1 12.37 Aﬁun-—r
(per min,) adn

Propranolol 41 68.8 8.96 | -11.05**+<] | a.85
P-R Interval PN 200-110 46 0.156 | 0.020 | =-0.001 ~—| 001
( sec,)

Propranolol a 0.161 | o0.020 0.006(*)=l| 0.020
QRS Duration PN 200-110 46 0.080 { 0.010 | -0.001 0.013
(sec.)

Propranolol 41 0.082 0.012 -0.002 0.011
Q-T Interval PN 200-110 46 0.378 | 0.027 | -0.014%* —| 0.029
(sec.) ok

Propranolol .1 0.383 | 0.027 0.017++s_J| 0,031

(*)p<.10, *pK.05, **X.01, ***p<.001

+0nly the ventricular rate was analyzed as the atrial rate was equal to the ventricular

rate,

- . -
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% 200-130 SRAN ND. 304

SISONAY CMPARATI'E RESATS FOR HETOLDLY LABORATORY DATA

COMLETED PATIDNS OMLY
taseling wouk & veek € Vesk 10 Meen Over Weslas 4-10
Yarisle Teostaot No. of
Oioreal ange) Group Patianks wen Nean Meosn

vemn S.0. Change 5.0, Owange 5.0. S.0. COuange s.0.
Hemagicwin ga/dl PN 200-110 0 w.¢ (X)) 0.04 0.9 0.08 0.70 0.0 0.8 0.08 0.7%

(11.917.6)
Proprwnotel 2% .3 1.5¢ 0.00 0.59 0,12 0.76 0.0} o.n 0.0 0.63

L4
Wastortit X PN 200-110 20 4.0 a6 0.2 3.24 0.4 2 54 -0, 3. 18 0.02 2.51
(37-34)

Propranciol 29 435 A0 0. 1.89 £0.09 2.49 0.6 2.4 0.26 .89
mtx 10 cum #N 200-110 0 6.2 .30 0.09 .1 0.1 AR 0.0 1.)9 0.12 o.%
(3.9-11.4)

Proprawlol 29 6.12 W}) 0.2% 1.06 0,300 0.7¢ 0.2 1.33 0.27 0.%
Natroghils % N 20-110 3 85.7 9.1 115 IR .21 6.6 1. v.06 1.2 6.0
(42-80)

Proprarolel » $3.3 12.22 -0.61 10.58 0.60 10.92 -0.04 12,33 0.00 10.46
Lysthacytes X N 200-110 39 3.0 9.43 1.9 6.42 -1.76 7.43 150 7.9 ~1.72(*) 6.01
(\-47)

Pro;eanclol 29 .5 12,28 0.4 12,81 0.9 10.48 .69 12.% -0.6) .39
onocytes ¥ PN 20018 » 6.3 K] 0.13 .22 0.3 2.02 0. 72 2.52 0.39 L7
(0-%0;

Propranolol 2 6.2 2,19 o.M 2.80 0.3 2.7 0.97(*) 2.63 0.54 2.1%
Eostnoghtls 3 PN 200-110 1 2.4 1.89 0.1 1.50 0.13 1.3 0.0 1.4t 0.0¢ %2
(0-8)

Propranolol ~9 2.5 1.5 0.9 4,07 0.00 B 1] 0.1 LN 0.2¢ 2.0%
Sasomnils % N 200190 3 0.5 0.6n 0.13 3.0} 0.n3 o.8% 0.10 0.9 0.09 Q.76
10-2)

Propranolol 29 0.7 0.65 0.14 0.69 0.07 0.63 0.10 0.77 0.9 0,59

(#)pX.10, *pC.05, **p<.01, *99pc.008
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TABLE 26
PR 200-110 STUDY NO.

304

TABLE 26

SUMMARY COMPARATIVE RESULTS FOR HEMATOLOGY LABORATORY DATA

ALL PATIENYS

et o oSS S i

Baseline Endpoint
Variable Treataent No., of
(Norsal Range) Group Patients Mean S.D. Mean Change S.0.

Hemoglobin gm/d) PN 200-110 45 14,5 1.50 ~-0.03 0.86
(11,.9-17.6) :
" ) Propranolol 39 14,2 1.57 0.2% 1.00
Hematocrit X PN 200-~110 45 44,1 4,06 -0.33 3.06
(37-54)

Propranuvlol 39 43.4 4,05 0.65 2.72
waC x 102 cu.am PN 200-110 45 6.3 1.32 0.08 1.32
(3.9'1‘-‘)

Propranolol 39 6.3 1.57 0.31 1.55
Neutrophils %X PN 200-110 42 56.4 8.97 0.83 8.4%
(42-81)

Propranolol 39 56.6 10. 90 -1,0% 11,93
Lymphocytes X PN 200-110 1Y 4 3s.8 9.31 -1.77 7.83
(10-37)

Propranolol 39 34,3 11.15 0.18 12.69
Monocytes % PN 200-110 44 6.3 2.0% 0.82(*) 2.7
(0-10)

Propranolol 39 6.2 2.17 0.74 2.96
Eoslnophils % PN 200-110 a3 2.4 1.93 -0.21 1.81
{0-8)

Propranolol 39 2.3 1.42 -0.05 1.768
Basophils X PN 200-11D Al 06 0.63 0.02 0.9%
(0-2)

Propranolol 39 0.7 0.61 0.10 0.7%
(®*)p<.10, *p<.035, *+p<.0V, *ooC,. 00"




TNULE 27
N 200-110 SRIOY MO, 304

SOMARY CMPATIVE RESILTS FOR URINALYSIS LABORATORY DATA

CWALETED PATIENTS OLY

Sassline weok 4 Veek & Cack 10 Mesn Over Vess 4-%0
Varisble Trostaerd o, of
{Ncraal Amnge) crap Patiants e e ;:; e
ax S.0. Cwnge S.0. Oange S.0. $.0, Cungs S.0.
Soecific Cravity PN 200-110 » 1.023 | o.006 0.001 0.008 -0.001 0.007 | -0.po} 0.006 0.000 0.90%
(1.001-1,033)
Propranolel| 27 1.3 0.007 0.001 0.006 -0.001 0.000 | -0.pn 0.007 -0.001 0.00¢
P PN 200-1%0 » 5.3 0.6 -0.05 0.7 -0.13 0.62 0.00 — 0.7 -0.06 0.6
(5-7) | &
Propraclol] 2 5.3 0.%6 0.19 0.62 0. 11 0.7 -0.p0° ~J 0.6} -0.20(%) 0.59
)<, 10, *p<.03, *op<.01, *99p<.00)

geg0
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TABLE 28

PN 200-110 STUDY NO. 304

SUMMARY COMPARATIVE RESULTS FOR URINALYSIS LABORATORY DATA

ALL PATIENTS

Baseline Fndpoint
variable Trestsent No. of
(Normal Range) Group Patients | mean S.D. | Mear change | S.D.
Specific Gravity PN 200-110 45 1.022 a.006 | .n.00% 0-.306
(1.001-1,035)
. Propranolol 40 1.022 0.007 0.000 0.007
pH PN 200~110 45 5.3 0.80 0.08 0.78
($=7)
Propranolol a0 5.3 g.57 «0,2C» 0.61

*®)p<.10, *p<.05, **p<.01, **¢p<, 001
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amv. 29

- Vv

™ 200-10 .
~, ) '
SIORRY COPMATIVE AESATS FOR O CRATORY DAIA
CIALETED PATIONS OLY
Suseline veck 4 voak ¢ Nean Over Wasla 4-10
wridle Trostaod { W3, of
{oemal Pungs) Grosp Patlots Hown [ ) wen o
Hean S.0. Change S.0. Oungs $.0. Ownge S.0. Cunge s.0.
Qv a/dl M 00-1%0 »n 9.6 0. 0.0 - 0.4 0.0t w 0. % 0,08 0.40 0.03 [ 1]
(8.9-10.9) ch b
Proprwnolol .6 6.3} o.avnd 0.3% 0,180l .43 0.08 o.ar | -0.07 0.33
frorgmnic Phosgnors PN 200-110 » 3.2 o) 0.0 - 0.6 0.08 ~ 0.43 0,08 - 0.52 | 0.0 — 0.8
o0k (2.24.6) ol J § ot
Propranciol » 3. 0.%4 0.30%) 0s63 0.18 -J 0.% 0,250 0.9 0. 200 0.%0
o ay/dt P14 200110 12.8 “M 0. -~ 3.04 0.22 0 0.% - 3.29 0.73 — 2.85
(6-23) »
Propeanalot 12.2 2.8 1Loyeend 2.% 0.9% 3.00 18600 3.00 raseend | 2m
urle Acid eg/dl PN 200-110 » 5.3 1.0% 0.1 RY 0,08 o.78 0,15 = 0.86 | 0.02 = [ 0.7
(2.24.9) osd o N
Proprvolol] @B 5.3 .05 .46 0.65 o.6aveed o7 0 a2ees 0.20 G.5ed | o0
Glutose #g/dl PN 200-110 » 3.2 3.6 122 5.48 2.3 7.0 5.62 5.7 3.05 2).9
(63-10)
Propraolol) B TR .00 .0 %.% 2.68 .57 .79 %78 4,30 23.%0
Toksl Prokein ga/d) PN 200-110 » 7.3 0.34 0.18%e - 0.40 0.16° o.N 0170 0.41 0. 17 0.3
{6.0-8.1)
Proprenolol| 28 7.3 0.55 0.03 0.39 0.04 0.29 R 0.3 0.08 o
Alwain gu/dl PN 200-110 » a2 6.3 0.2 0.27 0.0t 0.28 6.07 0.28 0.03 0.24
(3.7-5.0)
Propranciol] 28 a2 o3 0.0 o.7 0.0% 0.27 0.02 0.2t 0.00 a1
totel 8llirwin agsat | PN 200-110 & 0.5 02| o 0.19 -0.01 0.15 -0.02 .15 | -0.00 0.1)
{0,2-1.6) 1
Propeaclol] n L9 ow| 0.0 0.v 0.3 o.18 0.05 c.22 0.3 0.16
Cholesteral sg/ol P 200-1%0 » 2.3 %.60 %" .76 5.60 2.57 5.9 .29 3.32 2.9
{120-2%)
. Proprawlol a 2282 51,10 -1 V.82 0.29 2z.Nn 6.71% .58 .98 1.4%

{o}pX. N0, *@n .09, aopC. 01, *00pC 0N
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. AL £Y (7 M)
) ™ 20-190 L N
IBSMY COPARATIVE RESALTS FOR O AORATORY DATA
CONETD PATIONRS OLY
Basline esk 4 Vesk 4 quto oo Over Wedks &%
wrlable Trastmerk Yo, of
{orea) Range) Graup Patioms [} oem dNean e
an $.0. Cange $.0. Chenge S.0. Dungs S.D. Cwnpe $.9.
Akl ine Prosghatase PN 200-110 ) 27.4 .67 2.59* 7.09 3.2¢ 7.8% 3,76 .63 3.20% 6.3
A, {10-43) .
Propeanalol n 29.0 12,5 .61 6.5% 1.58 (% /] 1.6% 8.12 .61 s.03
Lot A N X0-110 4 170.9 2n.% 0.07 22.49 2.6\ 29.45 -1.0% .86 a.55 22.14
(110.250)
Propeanolol % 172.0 31,98 -1.9 5.46 1.20 2%.00 -2.20 3.9 «0. 98 20,86
L4
SCOT UA PN 200-110 o 2.0 13.60 Q.76 "o 0.00 9.0) 0. 15.29 -0, 12 10.60
110-30)
Propranolol N 20.4 1.8 0.2 7.07 -1.32 4.87 0. 10 11,06 -0.%0 6.00
SOPY IUA PN 200180 a 2%.2 .58 -1.83 %.06 -1.34 1. -1 6.7 1,48 15,12
(3-33) .
Propranolol 0 21.9 14.03 -127 7.52 0.5 10.00 u.33 n.z -, 12 8.0%
Sodlua amal/l PN 20-1.5 » 139.3 1.5 0.0> 2.6} 0.5V 3.2% 0. 11 2.8 «0. 13 2.08
(134-143)
Propranolol b4 0.5 2.7 0.78 3.3) 0.07 3.6 0.56 3.42 0.47 3,12
Potassius smot/) PN 200-110 b)) 8.2 o. N -0.0% --‘ 0.35 -0.07 0.34 0.10 —-J‘ 0.5 0,07 0.29
(3.3-5.7) . - -
Proprarolol| @ A 0.33 oueed! a2 0.03 0.2 o. 16'\-1 0.2 oarnd | o0
Orloride ama) /A PN 200-110 b o 102.3 2.2¢ 0.00 2.49 -0.81 337 0.7 | 3% ") -0.% 2.20
(%107}
Propranolot 02.6 2.47 0.37 an -0.8% 2.09 0.6 L -0.37 2. 6
€0, el /1 PN 200-110 » 2.1 3.7 0.22 2.9 -0.27 2.9 0.3% e 0.0 2.6%
(23-32)
Propranolol n 2.7 2% 0.0 3.05 2 2.9 0.62 | 3.2% 0 5
Creatinine ag/d) PN 200-110 » 1.0 0.16 .62 0.19 -o.ou_.‘ 0. «0.0% 0w .o.o:._‘ 0.
(0.6-1.3) .
Proprannioal ol 1.0 0.4y 0.0 0.1 0.05 4 0.20 o.08v4 0.3 0.06%d on
()92, 30, *pC.0%, *"pK.0), ***p¢.Q0)
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PN 200-110 STUDY NO.

TABLE 30

304

SUMMARY COMPARATIVE RESULTS FOR CHEMISTRY LABCRATORY DATA

ALL PATIENTS

H .
[P TP W

8aseline Endpoint
variasble Treataent No. of
(Normal Range) Group Patients | mean S.0. | mean Change | S.0.
Calciun mg/c¢l PN 200-110 ' 9.6 Q.37 0.04 G.41 -
‘.-‘-‘0.5) -
Propranolol 3R 9.6 0.39 0.06 G.a5
Inorganic Phosphorus PN 200-110 a4 3.2 0.43 ~0.06 = 0.53
mg/dl (2.24.6) o
Propranolol 38 3.3 | o.s3 0.26%0—d 0.51
8UN mg/dl PN 200-110 aé4 13.0 4.17 0.34 3.23
{6-23)
Propranolol 38 13.0 4,18 1.68* 4.9
Jric Aclid mg/dl PN 200-110 44 $.3 1. 16 «0.20 0.92
:2.2‘3-’) [ 2 X ] -
Propranolol 38 5.4 1.48 0.43%e0.l] 0.67
Glucose ag/dl PN 200-110 44 101.3 30. 11 8.46° 26.41
(6%-130)
Propranolol 38 102.6 29.03 8.32¢ 23.01
Total Protain gm/dl PN 200~110 4é 7.3 0.335 0.15¢ Q.41 _—
(60"8.‘) .
Propranclol 38 7.3 0.33 0. 16%e 0.34
Albumin gm/al PN 200-110 44 4.2 0.31 0.07 0.28
(’.7-500,
P:oqranolol 38 4,2 0.3 0.01 0.27
Totsl Bilirubin ag/sdl PN 200-110 46 0.6 0.22 -0.02 0.15
(0.2-1.6)
Propranolol 42 8.5 0.20 0.0« 0.21
N — ] . R . —
Y Tholesterc! amg/al PN 200-110 ¥ 218.5 | 35.99 4.00 25.65
"120-290)
. Propranoloel h1.] 229.1 $0.19 4,29 26.70
1 -
(*)p<.10, *p<.05, **p<.01, ***p<, 001
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TALLE 30 (Continued)
PN 200-110 STUDY NO. 304

]
A\ SUMMARY COMPARATIVE RESULTS FOR CHEMISTRY LABORATORY DATA
ALL PATIENTS j
Bzseline Endpoint ‘
Variabie Trestaent No. of
{Normal Range) Group Patients | mean Ss.0. Nean Change | $.D.
Alkaline Phosphatase PN 200-110 aé 26.4 11,353 4, 87000, 8.13
1u/t (10-45) -
Propranolol 42 29.3 | 12.30 0.68 ——d 7.99
LOK IU/L PN 200-110 46 171.7 23.43 -2.04 24.2)
(110-250)
Propranolsl a1 177.0 32.78 -5.85 30.16
SGOT Iu/L PN 200-110 46 26.8 12.9% Q.30 14,72
(10-50) .
Propranolol 42 24.3% 10.15 -0.26 13.04
S5GPT Iu/L PN 200-110 46 25.7 | 19.99 -0.17 17.93
* "$-55)
Propranolol 49 22.1 13.1 -0.59% 10,21
Sodium mmol/L PN 200-110 LY 139.5%° 2.31 0.07 2.30
{134-143)
Propranolol 37 139.4 2.77 0.19% 3.20
Potassium mmol/L PN 200-110 48 4.3 0.36 =0, 14% a,36
(}.5-5.3) see -
Propranolol 37 8.2 | 0.32 0.15%e.] 0.2
Chloride amol/L PN 200-110 40 102.4 2,15 -0,18 3.22
(96-107)
Propranolol 37 - 102.7 2,54 -1.00 3.67
coz amol/L PN 200-110 42 26.3 3.08 -0.01 3.43
(2%-32)
Propranolol 37 26.5 2.31% 0.88(*) 2.90
“reatinine amg/dl PN 200-110 A8 1.0 0.16 «0.01 e 0.19
o.‘-‘ ") "
Propranolol 37 1.0 0.14 0. 1100 ] 0.14
L
(*)pL.10, *p<.05, **p<.01, ***p<. 001 )
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TABLE 37

PN 200-110 STUOY NO. 304

ADVERSE REACTION LISTING

Veek Md Severity of

PR P TPy

‘Tesented only if there 1is s multiple occurrence.

resented only 17 different from inforsation recorded under first or

last occurrence,

0361

freataent | Patient )
Group NO, Adverse Reaction First Last vworst
Occurrence Occurrence* Occurrence**
PN 200-1:0 101 Abdominal Discoamfort -3 <« Mild -2 - Mild
Flushing =3 « Milc -2 - Mild -
Headache 1 - Moderate
103 Headache 4 - Severe
URI 8 - Moderate 9 - Mild
106 Oiarrhea 2 - Mild
vaginal Oischarge 3 - Mild 6 - Mild 4 - Moderate
Abdominal Discomfort 4 - Moderate 10 - Moderate
108 Hives -3 - Mild 10 - Moderate 2 - Moderate
€dema 1 - Mild 10 - Moderate 4 - Moderate
viral Syndrome 4 - Moderate 6 - Mild
Palpitation 4 - Moderate
109 Back, Ache/Pain, etc. 4 -~ Moderate
Edema S - Moderate | 10 - Moderate
112 Pollakliuria 6 - Moderate 7 « Mild
Headache 8 - Mild
URI] 10 - Moderate
113 Fatigue -3 - Mild 10 -« Mild
Pain/Ache, Misc. 2 - Mild 10 ~ Mild
115 Nasal Congestion -2 - Mila -1 - Mild
Sneezing -2 - Mild
Headache 1 - Mild 2 - Wild
Palpitation 2 - Mi)d
Pruritus 3 - Mild
Insomnia 3 - Mild 7 - Mild
B8ack, Ache/Pain, sete. 7 - Moderate 8 - Mild
118 Headache -3 - Mild 7 - Milg
Shoulder Peain 1 - Moderaste 10 - 4114
Poliakiuria 1 - Mila
Flushing 1 - Mi)d 8 - Mild
Chest Pain S - Mild
- Heart Flutter S - Mild 10 - Mild __




TAODLE 37 (Continued)
PN 200-110 STUDY NO. 304

ADVERSE REACTION LISTING

{ Week And Severity Of
Treataent Patient
Group o, Adverss Reaction First Last vorst
Occurrence Occurrence® Occurrence**
PN 200-110 151 Throat, Pain/Numbd/ -2 « Mild -1 - Mild
{Continyed) Ach2/Discomfort, etc
Numbness 4 - Mild 7 - Mild
fRhinitis 4 - Mild 7 - Mild
pizziness 7 - Severe 8 - Mildg
154 Fatigue =3 - Mild
Headache -2 - Severe
Teeth, Ache/Pain J - Moderate 7 - Severe
155 Edema -1 = Mild 10 - Moderate 4 - Moderate
nocturia 3 - Mo 10 - Mild $ - Moderate
Fatigue 6 - Mild 10 - Milg
157 Headache <3 - Severe
160 throat, Pain/Numb/ 6 - Mild 7 - Milg
Ache/Discomfor:, etc
202 Fatigue 7 - Mild 9 - Milag
plzziness 10 - Mild
204 Headache -1 - Mila
205 Throat Discoafort 1 - Mild
B "] sneezing 1 <« Mild .
URI 2 - Mild 5 - Mild .
Elevated SGPT 4 - Mild 10 - Mildg
Edema 8 - Mild 10 - Milg
207 Hyperhidrosis 2 - Mild 6 - Mild
210 Drowsy «3 - Mild -1 - Mildg
Angina -2 - Moderate 3 - Mlld
preath, Short/Dirf, -2 - Severe 1 - Moderate
etc.
Headache 3 - Mild

esented only if there is 8 multiple occurrence,
sPIESENted only Lf different from iInformation recorded under first of last occyrrence.

o : 0362



TABLE 37 (Continued)
HN 200-110 STUDY NO. 04

ADVERSE REACTION LISTING

Veek And Severity Of

Trestment Patient
Group No. Adverse Resction First Last Yorst
Occutrence Occurrence* Occurrence**
PN 200-110 212 Acthritis Pain -3 - Moderate | 10 - Moderate
(Continued) Breath, Short/0ifr, -3 - Mild -1 - Mild
etc.
Headache 1 - Moderate
URI 2 - Mild
Throst, Dty € - Milo 10 - Mild
- Erytheme—(SkinRed— 6 —=witd—— 10~ w1y
Blotching)
Edema 10 - Moderate
213 Headache 8 - Mild
Tachycardia 9 - Moderate | 10 - Moderate
Dizziness 10 - Mild
216 angina -3 - Mild 8 - Moderate | -1 - Moderate
Fatigue -1 - Mild
Joint Pain 2 - Mild 4 - Mild
weight Galan 2 - alld 3 - Mild
Retro Sternum Pain S - Mild é6 - Mild
Breath, Short/0if?, 8 - Moderate
etc.
217 Chest Pain «3 - Milo
Flu Symptoms «2 - Moderate
Headache ¥ - Moderate
URI 1 - Mild 2 - Mild
Drowsy 7 - Mild
Throat Discomfort 8 - Mild
Dyspnea 8 - Mild
220 Headsache 2 - Mllg
224 Edema -3 - Mild
Headache =2 - Mild 3 - Mild
preath, Short/04iff, -1 - Mild 4 - Mild
etc.
plzziness 2 - Milg
225 Dlzziness -1 - Mild 6 - Mild
252 . Skin (Misc. Abnormale | -~ - Mild -2 » Mild
ity)
Edena 7 - Mild 9 - Mild

esented only Lf there

is a muyltiple occurtence.
sPresented only 1f different from information recorded under first or last occurrence.
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TARLE 37 (Continued)
PN 200-110 STUDY NO. J04

ADVERSE REACTION LISTING

et bt

Week And Severity of
Treataent ratient . —
Group No. Adverse Resction Fixzst Last vorst
Occurrence Occurrence® Occurrence**
PN 200-110 253 Abdominsl Oiscoafort -3 - Mild -1 - Mild
(Continueq) Lethargy -1 - Mlla
Headache 2 - Mild 4 - Mila
Joint Pain 3 - Mild
UR1 § - Mila
Urlnaty Infected 9 - Milg 10 - Mild .
255 Headache =3 - Mild 10 - Mlld
plarrhea 3 - Milg
Nausea 3 - Mild
Edema 6 - Milg
302 Hiccups «3 « Moderat2 | -2 - Moderate
304 fFlushing 1 - Mila 10 - Mlla
Edema 1 - Mild 10 - Mild
Legs, Misc, Ache/Pain, 3 - Moderate 8 - Mild
ete.
Menst. Cramp/Dysmen- 8 - Moderate
orrhea
305 Nasal Congestion 1 - Mild 2 - Mila
Joint Pain 1 - Moderate 2 - Moderate
308 Headache -2 < Moderate 5 - Mila
Chest Pain 3 - Mild
Fever 6 « Moderate
Flushing 6 - Mild 7 - Mild
plzziness 6 - Moderate
Oiarrhea 6 - Moderate
Nauvses 6 - Moderate
3uy NOse Running/Rhinotr- 2 - Mild 3 - Mila
rhea
312 Throat, Pain/Nuab/ 7 - Mild
ache/Discomfort, etc
Teeth, Ache/Pain, etc 9 - Moderate
Chest Pain 10 - Mild
Nauses 10 - Moderate
Fever 10 - Moderate
Headache 10 - Moderate
‘Presentad only if there is & multiple occurrence. 0 3 C 4

+*Presented only if different frcm inforsation recorded under first or last occurrence.



TABLE 37 (Continued)
PN 200-110 STUDY NO. 304

ADVERSE REACTION LISTING

Veek And Severi.y Of

Treatment Patient
Group No, Adverse Reaction First Last vorst
Occurrence Occurrence* Occurrence**
PN 200-110 34 goil on Buttock 3 - Moderate
(Continyed) URl 7 - Mild
Nasal Congestion 7 - Mild
316 pPalpitation ' - Moderate 10 - Mildg
Throat Discomfort 7 - Mild 10 - Moderate | B . soderate |
Coughling 9 - Moderate | 10 - Moderate
318 Headache -3 -« Moderate 5 - Moderate
319 Hand/Feet, Paln/Ache, | -1 - Moderate
etc,
Edema -1 =« Moderate 2 - Mopderate
Fight Injurles 2 - Moderate
Abdominal Discomfort 2 - Moderate
Diarrhea 2 - Moderate
Palpitation 3 - Mild 7 - Mild
s Flushing 3 - Mild
by ¥ Pruritus (Leg/Arm, -3 - Mild -2 - Mild
Itch)
Headache -2 - Mild 5 - Mild 2 - Moderate
Sinusitis/Sinus Inflam|{ -1 - Mild 1 - Mild
351 Abdominal Discoamfort 2 - Mild
355 palpitation | - Mild 3 - Mild 2 - Moderate
Headache 1 - Severe 10 - Moderate
Flushing 1 - Moderate | 10 - Mild
357 viral Symptoas <3 - Moderate
Headache -1 » Mild
Nasal Congestion 5 - Moderate
Edema 6 - Milg 10 - Mild
Propranolol 102 URI 9 - Milag 10 - Mild
104 Headache -3 - Milg
Abdominal Discomfort <3 - Mild
Fogglness 1 - Moderate 3 - Moderaste

esented only 1f there is a multiple occurrence.

:esented only Lf different from information recorded under flirst or

last occurrence.




JABLE 37 {(Continued)
PN 200-110 STUDY NO. 304

ADVERSE REACTION LISTING

o wetal Tl f Bl

AT i i B st 5T T

Veet And Severity Of
Treataent Patient
Group No, Adverse Reaction Fixst Last vorst
Occurzence Occurrence® Occutcence®*
propranclol 105 Pain/éche, Misc. «3 - Moderate | -2 - Modecate
{Continued) Lethargy A - Milg S - Mild
Nose Running/Rhinor. 4 - Mild 5 - Mild
thea
Joint Pain 4 - Mild S - Md
107 Nausea 1 - Mild
UR1 4 - Mild 10 - Mild
Fatigue 5 - Mild 10 - Mild
Edema 8 - Mild 10 - Mi1d
110 Many Dreams -1 - Moderate
m Breath, Short/0iff, -3 - Mild -2 - Mild
etc.
Edema -3 = Moderate | -2 - Moderate
UR1 -1 « Moderate 1 - Mild
Hay Fever 3 - Mild 10 - Mild 9 - Mogerate
Naysesa 5 - Moderate
Groin, Pain in 9 - Moderate | 10 - Moderate
11a Cold Symptoms S - Mild 8 - Mild
116 viral Syndrome -1 - Mild
152 Drowsy A - Moderate 9 - Mild
Headache 8 - Mildg
153 Pruritus -2 -~ Mild -1 « Mild
Edena 1 - Mild 7 - Moderate
Gout Attack 4 - Mild
156 Headache 3 - Mild
visusl Oisturbance 3 - Mild
158 UR1 4 - Moderate § - Mild
159 Cold 1 - Mild A - Mild
URL S5 - Moderate 7 - Mild
‘Presented only 1f there is a multiple occurrence.
+*presented only Lif different from informatlion recorded under first or last occurrence.
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TABLE 37 (Continued)
PN 200-110 STUDY NO. 304

ADVERSE REACTION LISTING

Yeek And Severity Of
Treataent Patient
Group Mo, Adverse Reaction First ' Last
Occurrence Occurrence® Occusrence®*
Propranadlol 201 Cold 2 - Mildg 3 - Milad
( Cont inued) Constipation s . Mild
Rectal Bleeding S - Mild
203 Arms, Misc, Abnormal- | -2 . Mild
ity
He“dache <2 - Mild 5 - Mild
Oyspnea -1 - Moderate 1 - Milg
cardiac (Misc. Abnor- 7 - Severe
mality)
Cerebral Infarction 7 <« Suevere
206 Bradycardlia (Slow & - Mildg 10 - Miid 6 - Moderate
Heart Beat)
208 Abdominal Oiscomfort 4 - Miid 6 - Mild
209 greath, Shor./Diff, 1 - Mild 3 - Mild
etc.
chest Pain 1 « Mild 3 - Mild
Abdominal Discomfort - Milg 4 - Mild
. 8radycardia (Slow 4 - Mild 10 - Mila
Heart Beat)
Meadache 10 - Mild
211 €dema 3 - Mild
vomiting 4 - Moderate
Dy spnes 4 - Mild 5 - Mild
Fatigue 6 - Mild
214 Headache -3 - Moderate 7 - Mild
Abdominal Oliscomfort -3 - Mild 2 - Milo
pPollakiuria -3 - Mild 2 - Mild
Dyspnes 2 - Moderate
Fatigue 2 - Moderate
€ars, Stopped/Popping,| & - Mmild 5 - Mild
ete.
W1 4 - Mild 5 -« Mild
Dizziness 5 - Mild 6 - Moderate
Epistaxis (Nose Bleecd)! 5 . wmild
Eyes, Spots Before 6 - Moderate

+Presented only 1f there is & multiple occurrence.

++Prasented only if diffecent from information recorced under first or

~~. .

0367
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TABLE 37 (Continued)
PN 200-110 STUDY NO. X4

AOVERSE REACTION LISTING

Veek And Severity Of

Treataent Putient
Group NOo. Adverse Reaction First Last vorst
Occurrence Occurrence® Occurrence®*
Propranolol 215 Yhroat, Pain/Numb/ 1 ~ Wild
{Continued) Ache/Oiscomnf, etc.
Muscle Spzsm 4 - Moderate
Cold Synploms 8 « Milo
) 218 | sreath, Short/uiff, 3 - Mild a - Mild
etc.
gilarches 7 - Mild 8 - Mild
219 Swallowirg Difflcult/ | -3 « Mild -1 - Mild
Dysphagla
R1 -2 - Mild -1 « Mild
221 URI 3 - Mild
Teeth, Ache/Pain, etc.| 6 - Moderate 7 - Mild
223 Headache -3 - Milg
251 Abdominal Discomfor . 7 - Mila
piarrhea 7 - Milg
301 Joint Pain 1 - Mild
chest Pain 1 - milag 2 - Milc
Headache 3 - Mild £ . Mild
piacrhea 10 - Moderate
303 Fatigue 3 - Mcderate .
abdominal Oiscomfort 3 - Moderate 7 - Moderate
Flatulence 3 - Moderate
muscle Pain 3 - Moderate
Dizziness 3 - Moderate
Headache 6 - Moderate
Jos URL -1 - Moderate 5 -~ Moderate
307 tibido Dezresse/ & - Modetate 10 -« Moderate
Frigidity
Nasal Congestion 9 - Moderate | 10 - Moderate
310 Stools, Lo ¢ 2 - Moderate

esented only 1f there {s a sultiple occurrence,

~resgnted only if different from infoxmation iecorded under first or

last cccurrence.

0368




TABLE 37 (Continued)
PN 200-110 STUDY NO. 304

ADVERSE REACTION LISTING

| 3
(S
Week And Severity of
Treatment Patient
Group No . Adverse Reactian Figst Last worst
Occurrence Occuxrence® Occurrence®®
Propranolol 311 wheezing 1 - Moderate 2 - Moderate
{Continyed) Fatigue 1 - Moderate 2 -« Mnderate
Sinysitis/Sinus Inflaml 1 - Moderate 2 - Moderate
visual Disturbance 2 - Mild
= 317 orot, PN in "3 N ) & U Z - Ml1d )
Impotence 5 - Moderate 7 - Mild
Tingling S - Mild 6 - Mild
Hands/Feet, Pain/Ache,| 6 - Mild 7 - Milg
etc,
320 Abdominal Discomfort -3 - Moderate
Headache =3 - Moderate
321 Fatigue 1 - Moderate 4 - Moderate
324 Headache -2 - Mild 5 - Mild 4 - Severe
Abdominal Discomfort 5 - Mila
352 visual Oisturbance 2 - Mila 3 - Mild
Abdominal Discoamfort 7 -« Severe
Oiarchea 7 - Severe

‘esented only Lf there is s multiple o currence.
.esented only if different from information recorded under flrst or last occurrence.

0369
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TABLE 38
PN 200-110 STUDY RO. 304

COMPARATIVE ADVERSE REACTION FREQUENCIES

Treatment Group p-Value
Pronm
Variable PN 200~11) | Propranolol | Pisher's
N=46 (%) N=43 (%) Bxact Test
Riscellaneous 7
Pain/Ache, Misc. 1 (2.2) 0 (0.0) 1.00
Fever (Pyrexia) 2 (4.3) 0 (0.0) 0.49
Teeth/Mouth Pain 2 (4.3) 1 (2.3) 1.00
Throat Discomfort 3 (6.5) 0 (0.0) 0.24
Weight Gain 1 (2.2) 0 (0.0) " 1.00
Skin
Erythema 1 {2.2) 0 (0.0) 1.00
Pruritus 1 (2.2) 0 (0.0) 1.00
Hives 1 (2.2) 0 (0.0) 1.00
asculo~Skeletal
Back, Ache/Pain, etc. 2 (4.3) 0 (0.0) 0.49
Chest Pain 1 (2.2) 0 (0.0) 1.00
Muscle Pain 0 (0.0) 1 (2.3) 0.48
Hand/Feet, Pain/Ache, etc. 0 (0.0) 1 (2.3) 0.48
Groin, Pain in 0 (0.0) 1 (2.3) 0.48
Joint Pain 3 (6.5) 2 (4.7) 1.00
Legs, Misc. Ache/Pain, etc. 1 (2.2) 0 (0.0) 1.00
Muscle Spasm 0 (0.0) 1 (2.3) 0.48
shoulder Pain 1 (2.2) 0 (0.0) 1.00
Respiratory
Coughing 1 (2.2) 0 (0.0) 1.00
Nose Running/Rhinorrhea 1 (2.2) 1 (2.3) 1.00
Nasal Congestion 3 (6.5) 1 (2.3) 0.62
sinusitus/Sinus Inflammation 0 (0.0) 1 (2.3) 0.48
Sneezing 1 (2.2) 0 (0.0) 1.00
Throat, Pain/Numb/Ache/ 2 (4.3) 1 (2.3) 1.00
Discomfort. etc.
Wheezing 0 (0.0) 1 (2.3) 0.48
0370
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TABLE 38 (Continued)
PN 200-110 STUDY NO.

COMPARATIVE ADVERSE REACTION FREQUENCIES

Treatment Group p~Value
From
Variable PN 200-110 Propranolol Pisher's
N=46 (%) N=43 (%) Exact Test
Cardiovascular
; Bradycardia 0 (0.0) 2 (4.7) 0.23
‘ Breath, Short/Difficult, etc. 1 (2.2 2 (4.7) 0.61
Heart Plutter 1 (2.2) 0 (0.0) 1.00
Cardiac (Misc. Abnormality) 0 (0.0) 1 (2 ) 0.48
Cerebral Infarction 0 (0.0) 1 (2.5) 0.48
Chast Pain 2 (4.3) 2 (4.7) 1.00
Dy spnea 1 (2.2) 2 (4.7) 0.61
Edema 8 (17.4) 3 (7.0) 0.20
Retro Sternum Pain t (2.2) 0 (0.0) 1.00
Epistaxis 0 (0.0) 1 (2.3) 0.48
Palpitation 5 (10.9) 0 (0.0) 0.06(*)
Tachycardia 1 (2.2) 0 (0.0) 1.00
Gastrointestinal
! Abdominal Discomfort 3 (6.5) 6 (14.0) 0.30
Constipation 0 (0.0) 1 (2.3) 0.48
Diarrhea 4 (8.7) 4 (9.3) 1.00
Flatulence 0 (0.1) 1T (2.3) 0.48
Nausea 3 (6.5 2 (4.7) 1.00
Rectal Bleeding 0 (0.0) 1 (2.3) 0.48
Stools, Loose 0 (0.0) . 1 (2.3) 0.48
Vomiting 0 (0.0) 1 (2.3) 0.48
Urogenital
Impotence ¢ (0.0) 1 (2.3) 0.48
Menstrual Cramps/Dysmenorrhea T (2.2) 0 (0.0) 1.00
Nocturia 1 (2.2) 0 (0.0) 1.00
Pollakiuria 2 (4.3) 0 (0.0) 0.49
Urinary Infected 1 (2.2) 0 (0.0) 1.00
Vaginal Discharge 1 (2.2) ¢ (0.0) 1.00
(*)p<.10
0371
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TASLE )%

PN 200-110 STUOY NO, 304

SUMMARY OF ECHOCARDIOCRAPHIT DATA

CENTER 3 oMLY
COMPLETED PATIENTS JINLY

Ssseline J thdpoint
vazisple Trasteent No. of
Group Sctients | "mon $.0. ! Waan Change | s.0.
sody surface Ares ol Pn 200.110 13 .91 6.v) 0.00 0.31
Pronranolol 1" 1.9 0.8 0.00 0.0)
Efsction Fraction § PN 200-110 12 0.7 0.10 0.0¢ 0.08
Proptenolol W6 0.8 0.10 0.00 v.0?
Fractional Shortening ¥ PN 200-110 12 36.3 7.38 1.18 6.40
Propranolol 0 38,0 7.4% «0.03 618
Lary ventriculse N 200-%10 12 3.0 6.3% «0.22* 0.33
Oiastollic Cisensicon ce
. Propranclol 10 ' ) 0.62 «0.01 0.33
Left ventriculst Mass s PN 200..10 1" 301,6 | 92,33 1.91 €3.3%
proptanclsl 10 692.0 [ 78.1) -13.20 41.89
Left ventriculat mass PN 200-110 11t 182.6 { 37.63 4.18 31.22
. Ingdex w/a
{ #ropranolol 10 162.9 | 37,74 -7.29 21,78
Left ventoicular Postariss PN 200-110 12 1.2 0.29 0.08 0.20
vsll Thickness cm
proprancliol 10 1.2 0.2 «0.C3 0.1%
wgan veloclity Cizcuaference | PN 270.11%0 ) 1,0 0.28 0.0 0.9
sharvening
Propranolscl 3 1.1 0.23 8.02 0.33
Septal vall Thickness ca PN 200-110 1 1.3 .28 0.09 G.19
Propranclel 10 1.3 8.19 «0.04 o.14
Cardliac Juiput PR 200.110 12 S.3 0.% «0.23 1.6
Pzopranclel 10 s.t 1.92 «0.80(*) 1.6
€nd Olastalic velume ¢c N 200110 12 119.6 } 21.03 «10.58¢ 16.30
Propranc; ol 10 109,53 | 32.8¢ 0.08 17.359
End Systolic voluas cc PN 200-110 12 22.2 | 16.49 -s.t”'--—x 6.89
- Propranolol 10 35.8 | 14.40 2.82 = | 7.48
Left venttriculst Ejection PN 200-110 ¢ 0.4 .02 0.00 0.02
Tiss sec
Proprandlol ¢ 6.5 0.01 0.46 0.00
Pre-Ejection Period sec PN 200-110 10 0.1 0.02 0.00 0.03
fropranciol ] e.' 6.082 a.tt 0.01
Stroxe voluse ce PN 200-110 12 77.5 15,61 3,33 18.47
propranciel 1 13.7 { .9 | 239 16.60 03%
Systolic Tise Interval rec PN 200-130 [] 0. 0.02 0.0% 0.03




TABLE 40
PN 200-110 STUDY NO. 304

24-HOUR AMBULAT(LRY BLOOD PRESSURE MONITORING

DESCRIPTIVE STATISTICS

Baseline Endpaint
variable Trestaent No. of
) Group Patients Mean $.D. Nean Change $.D.
Systolic &.P. PN 200-110 4 148.1 11,18 0.64 22.08
(mm Hg)
PROPRANOLCL 2 152.1 2.08 -4.05 11.30
Diastolic 8.P. PN 200-110 A 103.7 9.43 -13.01 11,38 -
(am Mg) _
PROPRANOLOL 2 95.1 3.73 -7.67 .14
Heart Rate PN 200-110Q 4 80.7 4,56 -5.03% 12.03
(per wminute)
PROPRANOLOL 2 86.0 2.88 -17.74 1.66
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Figure 1
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:\ Figure 2 )
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Figure 3
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* v
YA 1
PN 200-110 STUDY NO. 3DA
DOSAGE SCHEDULE
Active Treatament*®
Placebo
Treataent Run-In Titration Perlod Plateau Periodtt Optional
Group Yeeks ‘ YJapering
-3, =2, =1 Veeks 1 & 2+¢ Weeks 3 & 4++ VWeeks 5 & 6++ | VWeeks 7 &\ 8 Weeks 9 & 10 orr
. PN 200-110 Pcb* bid 2.5 ng 2.5 ag 2.5 mg, S ag 2.5 mg, Simg
- Group PN 20D-110 or 5 mg or 7.5 mg 7.5 mg or
! bid PN 200-110 PN 200-110 10 mg > |Taper of?
: bid bid PN 200-110
; bid
i Total Dafly
! Oose 3 ng 5-10 mg 5-15 &g 5-20 mg >
Propranolol | Pcod bid 60 ag 60 mg or 60 mg, 120 mg | 60 mg, 12D
Group Ppnles 120 mg .unl or 180 mg ng, 180 mg 5> |{Taper off
bid bid Ppnl bid or 240 mg
Ppnl bid
Total Oally
Dose 120 mg 120-240 =g 120-360 mg 120-480 -? »
(=~ Single => < pouble-Blind >
B8lind
*peb = Placebo
**ppn]l s Propranolol ]
+Dose of the study drugs was administered bid before breakfast and supper, and at least 30 minutes before the dblood

pressure was recorded.

++The dose was Increased by one capsule (2.5 mg PN 200-110 or 60 mg propranolol) bid a
sitting dilastolic blood pressure was >90 mm Hg at the clinic evaluation. The dose m
the sverage supliye diastolic was >110 am Hg. ’

ttBeginning with Week 7, the dose of the study drugs remalned unchanjed., However, the
sanner to a lower level in case of an adverse reaction. At no tine was the prescribé
be less than 2.5 mg PN 200-110 bid or 60 mg propranolol bid or to exceed 10 mg PN 20
bid, . )

+ 0267

bi-weekly Intervals If tha
y have been fncreased any tlae

dose was reduced in s stepwise
dose of the study drug to
~-110 bld or 240 mg propranclol

1 919}



TARLE 2
M 200-110 STOY 0. 304

EVALUATION SDHEDRE

( EudD OFf VEELEX
Single-Slineg 0oL Ls-diings acrive Treateent Puried
initial} Placede Vashet Titestion Poried Platasu Peried 1}
Cvaluatiom vieit #allow-us}
3 la]l vt} s la}ls|eals]ses}]r]oe 9] W Jevalusion
) ise Firal
Evalue.
Liong
Sackground Infornstlon
o e, Ma1** b §
Physicel Csan CNWF P 3 x®
—1Gardiavesevier—Evelvntion — - — -
CAF CV X b § 2 4 3 xe
Patient InclusionsExclusion
Criterla CN 1L x
Slood Preasurs; Vvitsl Stgme
cw v8 x X X x x 2 X X X X H X 11 xe
2%-Nou? Aabulstory ¥ and
Heart Rate CAF AgP x! xo!
Laderstesy Cvalustion
* \, utinslysis O, 2 X b 34 x* x* X L0 S 1] x° b 14 ) x*
chen,) CAF LA
If slvatios CAF G 3 | | x X xe
{ - .ertlogres CW & a2 ] )
) chast Xe-zay OV O Xt Xe
Opnthelmologic Lzasinatlion 31 xee
o o
Cancositant wedicstlon
CAF On « AS REQUIRED -
Coanent CA/ COM X - AS REQUIRED -
sedicetion Check ONF &  § X 3 X 3 3 % X ] X X % ]
Adverss Resttion CAF MR 4 4 4 1 [ 1 ¥ 3 xe

tne of Study inforsation
CAF £3 X

*0r upon dlscontinuatlion fios the study,
"Liver function tests only (LON, SCOV, SCPY, slkalline gnhosphatase, and total dL1Lrudin) initiated ducing Octoder/Novesher, 1504,
*%Case Repast Fore fdentifiers,

74 chest X-zay obtelneg wilhin six (€) months prior to the patlent entecring th» trial sey have served a3 baselins far the study
g was nol repeated st Che initial visit provided that the chest X-fay sac noreal end & clinical conditlon requiring & chest
s-tay had net OcCulTeg Guriing thls intstves. OUhetwise, ¢ i<ty ves aolalned.

teThe nphihalaslegic ssasination ety Nave Desn pecforsed sny tise during the washout period Bul 04 close 8s possidie to Ltre gesk
w 0 visit., The Pinal eses say have besn pecforeed within ons veek of the finsl svilustions Dul o8 clese as poesisle te
wal evelustions.
mnter C ealy.

2me schocargiogran aay Nve beeh cbtsined within 1-4 deys prior to the wesk -1 and Fesk 10 clinic visits. This svelustism
sppiies enly ta Cantet 8.

o2




TABLE 4

¥¥ 200-110 2T0DY WO, 304

RZASONS FOR PARTIAL VALIDITY OR INVALIDITY POR EFPICACY AYALYSIS

Wweek valid
Patient Treatment Discon- mre Mmascas
( . Group tinued Weah
Partially
valid
204 PH 200-110 4 k] Patient unable to keep
appointments
210 PB 200-110 9 8 Uncooperative
f 316 BN 200-110 [ s Adverse Reaction - increased
angina/shortness of breath
309 PN 200-11C 4 3 Energency Surgery (acute
- aortic dissection)
. 35¢ | PN 200-110 L % | Yieatment PAIIire -
104 Propranclol 3 3 Mverse Reactior. - clouded
sensorium
126 Propranclol 3 3 Treatment Pajilure
158 Propranolol [ 6 Treatment Yailure
203 Propranclol 7 6 Subject expired (cardiac
arrest secondary to
arrhythmia or myocardial
infarction).
208 Propranolol 6 s Uncooperative and Adverse
- Reaction ~ abdominal pain
. 214 Propranolol 7 6 Treatment Failure
3l Propranolol 2 2 Lost to Pollow-Up
kF3 Propranclol 4 4 Adverse Reaction - Patigue
| 352 Propranclol 8 6 Averse Reaction - Gastro-
i intestinal
j
§ 353 Propranolol 3 3 Routine Surgery (vaginal)
kL Propranolol 8 ? Adverss Reaction - Patigue
I
invalid
; 109* PN 200-110 /A WA | Non-qualifying blood pressure
: during washout (diastolic
; bp <95 m Bg at Week -1)
a 08¢ PN 200-110 WA K/A | Noa-qualifying blood pressure
! ‘ during washout (mean
1 diastolic bp 94 mx Hg at
i Weax -2)
i 319e P 200-110 Wa N/A Non-compliant = less than 80%
| medications taken during
! wctive treatment
]
3 323 PN 200-~110 N/A N/A | Non-qualifying blood pressure
i , ducing washout (mean
| ’ diastolic bp <95 ma Hyg
T . at Wek -1}
I
i
: 1n Propranclol 1 WA | Adverse heaction ~ Rreacho-
; 3 ot ngu.. pid not take dose
! of study medication the
! day of visit.
i

02
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TABLE S
PN 200-110 STUDY NO. 304
NUMBER (W PATIENTS BY EFFPICACY ANALYSES CLASSIPICATION
PN 200-110 Propranolol otal
Investigator . . - YOTAL
valid rartially | Imvalin val id raxtially | ravalid val §3 eaxtizlly | Iavalid
valid valid valid
! A 13 0 1 1" 3 0 24 3 1 28
B 13 3 0 i 3 0 24 6 0 30
" 1 H 3 9 5 ] 20 7 4 N
JOTAL 37 5 4 N 1 1 68 16 s 89
|
3
L] ‘-
& ]
N
N
. ]
]
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TABLE 7
N 200-110 STUDY WNO. 304

AVERAGE DAILY DOSE (mg) BY STUDY WEEK PDT VALID PATIENTS

0271

Treatment Week 1 | Week 2 | Week 3 | Week 4 | Week 5 | Week 6 7 | Week 8 | Week 9 | Week 10
m 200-110
N 37 36+ 37 37 37 37 36+ 37 37 36+
Mean 4.9 4.9 8.3 8.8 10.3 10.7 12.0 11.8 11.8 11.8
S.0. 0.45 0.39 2.43 2.43 3.68 3.92 5.22 5.13 4.94 5.00
Min 3.2 3.8 4.3 4.6 4.3 4.7 4.6 4.3 4.7 5.0
Max 5.8 6.1 1.4 14.4 17.5 18.9 22.5 2.0 20.0 20.0
Propranolol
N -3 N 31 3 3N N 3 31 3 3
Mean 118.5 121.9 195.2 197.4 255.2 271.0 332.8 326.3 337.7 329.5
§.D. 6.98 11.84 79.05 61.98 | 106.83 | 102.57 ) 144.82 | 142,16 | 149.97 | 145.94
Min 102.9 110.0 100.0 102.9 105.0 102.9 111.4 111.4 111.4 97.5
Max 137.1 180.0 480.0 308.6 531.4 411.4 #80.0 480,0 574.3 480.0

+pPatient wo. 312 failed to return the medication bottles for Weeks 2,
could not be determined for these time periods.

7 and 10 s~ his average daily dose




